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Isa Odidi and Amina Odidi declare that: 

1 we are co-inventors of and are familiar with the present U.S. Patent Application 
Serial NO. 09/845.497. and we are familiar with the several Official Actions issued with respect 
to the present application. 

2 The claimed encasement coat comprises "one or more layers of a polymeric film 
encasing said capsule, tablet or pellet, said encasement coat being non-permeable and soluWe 
in a pH of above about 5.0 and comprising about 5 up to less than 50% by weight polymer and 
about 0.5%-30% by weight plasticizer of polyethylene glycor. 

3. On. page 3 of the Office Action mailed August 4. 2008. the Examiner asserts that 
the "Applicant merely states without proof that an artisan would not consider using cellulose 
acetate in the encasement coat since cellulose acetate would dissolve and fonn a semi- - 
permeable membrane at pH below 5. The Examiner argues that the claims are not limited to 
specific cellulose esters and that the Applicant does not support the cellulose dissolution 
statement with data." (emphasis added) 

4. In order to demonstrate that cellulose acetate would dissolve at a pH below 5.0 
and hydroxypropyl methyl cellulose phthalate would dissolve at a pH of above about 5.0. a 
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percent release of pharrr,aceutical active was measured, over a period of 24 hours, at different 
pH's. 

5 a) One batch of Carvedilol spheres (Carvedilol being the pharmaceutical active) 
was coated with hydroxypropy. methyl cellulose, phthalate (an entenc cellulose ester) in a fluid 
bed coater. The coated spheres contain 20% wtAvt of hydroxypropyl methyl cellulose phthalate 
and 5% wrtywt of polyethylene glycol. 

b) Another batch of Carvedilol spheres was coated with cellulose acetate (a noit 
enteric cellulose ester) in a fluid bed coater. The coated spheres contain 20% wt^vt of cellulose 
acetate and 6% wt/wt of polyethylene glycol. 

6 Percent release was measured over 24 hours using an automated dissolution 
system (paddle speed set at 100 rpm and temperature of 37°C). U.S. Pham^acopoeia (USP) 
phosphate buffer at different pH (pH 1.5. pH 4.0. pH 5.0. pH 5.5. pH 6.0. pH 6.5 and pH 7.0) 
was used as the test fluid. 

7. The results are shown in Figures 1 and 2 of Schedule A. 

8 The results of Figures land 2 show a marked pH dependency of drug release 
for the carvedilol spheres coated with hydroxypropyl methyl cellulose phthalate. Drug release 
occurs when the pH is higher than about 5.0. This is representative of other cellubse esters 
such as cellulose acetate phthalate. hydroxypropyl methyl cellulose acetate succinate, and 
cellulose acetate trimellitate. Methacrylic acid polymers also behave in the same way. 

9 in contrast, the results of Figures 1 and 2 show drug release, and hence, 
permeabilrty below pH 5 for cellulose acetate. In fact, the drug release falls as pH is increased 
fTom 1-5 to pH 7.0. NO significant changes occur with cellulose acetate and no increase ,n drug 
release occurs when the pH is higher than 4.0. 

1 0 The difference in drug release between pH 1 .5 and pH 7.0 is about -.90% for 
carvedilol spheres coated with hydroxypropyl methyl cellulose phthalate. While the difference in 
dmg release between pH 1 .5 and pH 7.0 is about -10% for Carvedilol spheres coated wrth 
cellulose acetate. 
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1 1 The results indicate very clearly that hydroxypropyl methyl cellulose phthalate 
behaves much differently from cellulose acetate. Their mechanism of drug release is different. 
Hydroxypropyl methyl cellulose phthalate is very pH reactive while cellulose acetate is not The 
results also show that cellulose acetate coated Carvediol spheres "leak" significantly (i.e. are 
permeable) at pH below about 5.0 while hydroxypropyl methyl cellulose phthalate coated 
Can^ediol spheres do not. 

1 2 These results show that cellulcfse acetate Is not soluble above pH 5.0 and that 
hydroxypropyl methyl cellulose phthalate is soluble above pH of 5.0. Therefore, hydroxypropyl 
methyl cellulose phthalate is a suitable polymerforthe encasement coating of the present 
application and cellulose acetate is dearly not a suftable polymer and one skilled in the art 
would not choose it since it would not satisfy the criteria of the claimed invention. The cellutose 
acetate does not dissoh^e any further past pH of 4. 

J3 We further declare that ell statements made herein of his/her ovirn knowledge are 
true and that all statements made on irtformation and belief are believed to be true; and further 
that these statements were made with the knowledge that willful false statements and the like so 
made are punishable by fine or imprisonment, or both, under Section 1 001 of Tide 1 8 of the 
United States Code and that such willful false statements may jeopar-dize the validity of the 
application or any patent issued thereon. 

Respectfully submitted. 

H^r/jj^-fU^^ 2 008 

Isa Odidi 
Amina Odidi 
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